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Description

GS-444217 is a potent, orally available and selective ATP-competitive inhibitor of apoptosis

signal-regulating kinase 1 (ASK1) with an IC50 of 2.87 nM[1].

IC59 & Target

ASK1

2.87 nM (ICs)

In Vitro

Treatment with GS-444217 reduces ASK1 phosphorylation and prevents the phosphorylation of MKK3/6,
MKK4, p38, and JNK at concentrations of 0.3 yM and above with full suppression of ASK1 activity at 1 pM.
GS-444217 (1 pM) reduces ASK1 activity within 5 minutes of addition to the cultures, reaching a maximum
level of inhibition by 30 minutes. Removal of GS-444217 from the cultures results in reactivation of ASK1

autophosphorylation within 10 minutes and near-complete recovery 2 hours after drug washout(".

In Vivo

GS-444217 reduces oxidative stress (OS)-induced ASK1 signaling in kidney and inhibits acute renal
tubular injury in rats. GS-444217 (30 mg/kg) inhibits activation of ASK1, p38, and JNK in rat kidney.
GS-444217 has an in vivo EC50 of approximately 1.6 pM for inhibiting the ASK1 pathway in rodent

kidney[1].

Solvent&Solubility

In Vitro:

DMSO : 15.5 mg/mL (37.67 mM; Need ultrasonic and warming)

Solvent Mass
1 mg 5mg 10 mg
Concentration
Preparing 1 mM 2.4304 mL 12.1518 mL 24.3037 mL
Stock Solutions 5 mM 0.4861 mL 2.4304 mL 4.8607 mL
10 mM 0.2430 mL 1.2152 mL 2.4304 mL
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Solubility: 2 2.5 mg/mL (6.08 mM); Clear solution

10% DMSO—40% PEG300 —~5% Tween-80 — 45% saline
I R348 2 2.5 mg/mL (6.08 mM, MIFIEEA L) 1MEE A .
PL 1 mL TAEMCAH], B 100 pl 25.0 mg/mL (135 DMSO fii#iinE] 400 uL PEG300 1, 1RG5

i ER R R A 50 pL Tween-80, JR#34%); SRIG4kEEIIN 450 L AEFELKERE 1 mL.

2B R F IR I FER:  10% DMSO— 90% (20% SBE-B-CD in saline)
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Solubility: = 2.5 mg/mL (6.08 mM); Clear solution

JEJT A 354 2 2.5 mg/mL (6.08 mM, LRI AR AOFTE H.

PL 4 mL TAER ], B 100 pL 25.0 mg/mL 95 DMSO %8N 900 uL 20% ¥ SBE-B-CD £
KA, IREIA .

A KIFIR IR R]: 10% DMSO  —90% corn oil

Solubility: = 2.5 mg/mL (6.08 mM); Clear solution

BET7RTERAT 2 2.5 mg/mL (6.08 mM, YRR EN) BT, BT RANE F T SRR T A B R
.

L1 mL TAER 6], B 100 pL 25.0 mg/mL (3% DMSO f§&nE] 900 L Fkiheh, REe#A.
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